Advances in next-generation sequencing have led to new library preparation methods compatible with multiple sequencing platforms. Current methods (both mechanical and enzymatic) face limitations: multi-step protocols, sample loss, lack of automation and labor costs. With the continued decline of sequencing costs and increase in sample throughput, there is greater demand for more costeffective, streamlined library preparation methods. Here we describe Epicentre's patented Nextera ™ technology, which addresses current issues in sample preparation and provides a simplified procedure amenable to high-throughput workflows. 
library preparation procedure with minor modifications. This procedure includes DNA fragmentation (sonication, nebulization or shearing) followed by DNA repair and end-polishing (blunt-end or A-overhang) and finally platform-specific adaptor ligation. Typically, this results in significant sample loss and limited throughput. To streamline the workflow, increase throughput and reduce sample loss, Epicentre has developed Nextera technology, a single-tube, 5-min reaction capable of simultaneously fragmenting and tagging DNA using only 50 ng of starting DNA. This flexible, scalable, simple and efficient method creates libraries for multiple sequencing platforms, whole-genome amplification and other applications in under 2 h.
Method overview
Nextera technology uses in vitro transposition to prepare sequencer- 
Molecular weight distribution of Nextera-generated libraries
The molecular weight distributions of libraries prepared using Nextera technology can be controlled for the read-length requirements of different sequencers. To show that molecular weight distributions are consistent and reproducible across different sample types, we prepared genomic DNA libraries from phage λ, Escherichia coli and human DNA using both Roche 454-Compatible and Illumina-Compatible Nextera Enzyme Mixes according to the standard protocol (Fig. 1) . The reaction conditions were optimized to yield fragment sizes appropriate for the respective sequencers. Each final fragment size includes approximately 100 base pairs (bp) of adaptor sequence; therefore, the actual genomic DNA sequenced is smaller than the apparent molecular weight of the library. It should also be noted that not all sample types will result in similar molecular weight distributions, as many factors (for example, complexity of the sample type and quantification method) can affect the molecular weight distribution.
Deep sequencing of Nextera Roche 454-compatible libraries
This article was submitted to Nature Methods by a commercial organization and has not been peer reviewed. Nature Methods takes no responsibility for the accuracy or otherwise of the information provided. Deep sequencing of Nextera Illumina-compatible libraries E. coli DNA was used to validate Nextera technology on the Illumina Genome Analyzer. Genomic DNA from E. coli B strain (REL606) was fragmented and 5′ end-tagged with Nextera Enzyme Mix (IlluminaCompatible). Illumina-compatible adaptors were added, and di-tagged fragments were enriched by limited-cycle PCR. The library was used as input for cluster formation without size selection. Deep sequencing of the Nextera-fragmented libraries was performed with alternative sequencing primers (included in the kit), and the results were mapped to the reference sequence (Fig. 2) . The GC bias of the Nextera library is comparable to that observed with physical shearing.
APPLICATION NOTES

Conclusions
Current library preparation methods for next-generation sequencing are time-consuming and prone to significant sample loss. Epicentre's Nextera technology offers many advantages over these methods, such as a streamlined workflow that can provide significant time and cost savings. The Nextera method, a single-tube reaction, is scalable and requires less starting DNA than other procedures. Validation data-including GC bias, coverage, mapped reads and comparison with existing methods (unpublished data)-show that the Nextera system is not only a significant improvement over current procedures, but also a complete solution for next-generation sequencing library preparation. 
